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DETAILED ACTION 

Continued Examination Under 37 CFR 1.114 

1 . A request for continued examination under 37 CFR 1.114, including the fee set forth in 
37 CFR 1.17(e), was filed in this application after final rejection. Since this application is 
eligible for continued examination under 37 CFR 1.114, and the fee set forth in 37 CFR 1.17(e) 
has been timely paid, the finality of the previous Office action has been withdrawn pursuant to 
37 CFR 1.114. Applicant's submission filed on 07/08/2010 has been entered. 

Status of the Claims 

2. Claims 66, 69, and 74-78 have been amended, Claims 79-86 have been added, and 
Claims 65, 67, 68, and 70-73 have been cancelled by the Applicant in correspondence filed on 
07/08/2010. Claims 66, 69, and 74-86 are currently pending. This is the first Office Action on the 
merits of the claim(s) following a request for continued examination. 

RESPONSE TO ARGUMENTS 

3. Claims 65, 66, 68, 73, 74, 76, and 77 were rejected under 35 U.S.C. 102(b) as being 
anticipated by Regtop and Biffin (US Patent No. 5,466,824, issued 1995). Claims 65, 68, and 73 
have been canceled. Claims 66, 74, and 76 now depend from claim 77, which is drawn to a 
pharmaceutical composition wherein the active ingredient consists of indomethacin and/or salts 
thereof, in combination with a pharmaceutically effective amount of at least one metal and/or 
corresponding salts. Applicant traversed this rejection on the grounds that this prior art does not 
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anticipate the instant claims. Specifically, Applicant contends that Regtop and Biffin describe a 
complex of indomethacin, a divalent metal, and a tertiary or cyclic tertiary amide and that the 
examples disclosed therein are limited to coppenindomethaci^ complexes. Applicant notes that 
the purpose of the divalent metal-indomethacin complex is to reduce adverse effects on the 
gastric mucosa when administered orally. In contrast to the prior art, Applicant argues that the 
instantly claimed invention is a pharmaceutical composition consisting of a combination of two 
independent active ingredients: indomethacin and at least one metal. Applicant notes that neither 
gold nor bismuth exists in a divalent form and that selenium can be divalent or have oxidation 
states of +6 and +4. Respectfully, Examiner does not find Applicant's argument persuasive. 

4. Claim 77 is drawn to a pharmaceutical composition wherein the only active ingredient is 
the combination of indomethacin and a metal, or salts thereof. Regtop and Biffin disclose 
compositions comprising indomethacin and a metal, including zinc, cobalt, nickel, and, most 
preferably, copper. There is no limitation in the claims requiring the indomethacin and metal or 
metal salt to be non-complexed or that the metal must be a particular metal. Thus, a complex 
comprising indomethacin and any metal or metal salt reads on the rejected claims. Regtop and 
Biffin specifically contemplate and prefer copper as a metal to be combined with indomethacin 
(col 4, In 19-20). This prior art also exemplifies a pharmaceutical composition comprising 
indomethacin and copper. Therefore, Regtop and Biffin anticipate all the limitations of the 
rejected claims. 

5. Applicant's arguments regarding the oxidation states of gold, bismuth, or selenium, or the 
problem the prior art was attempting to solve are irrelevant with respect to the standing 
anticipation rejection. The prior art discloses each and every limitation of the rejected claims. 
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Therefore the rejection of Claims 66, 74, 76, and 77 under 35 U.S.C. 102(b) as being anticipated 
by Regtop and Biffin is maintained . 

6. Claims 69 and 70 were rejected under 35 U.S.C. 103(a) as being unpatentable over 
Regtop and Biffin (above) in view of Berge, et al. (Journal of Pharmaceutical Sciences, 1977). 
Claim 75 was rejected under 35 U.S.C. 103(a) as being unpatentable over Regtop and Biffin 
(above) in view of Wilkinson ( Goodman & Gilman's The Pharmaceutical Basis of Therapeutics 
10 th ed ., Chapter 1: Pharmacokinetics, 2001). Applicant traversed these rejections on the grounds 
that the applied prior art does not teach or fairly suggest the instantly claimed invention. 
Specifically, Applicant argues that Regtop and Biffin do not read on the independent claim 77 
for the reasons noted above, and contends that neither Berge, et al., nor Wilkinson compensate 
for the alleged deficiencies of this prior art. Respectfully, Examiner does not find Applicant's 
argument persuasive. 

7. Regtop and Biffin disclose a composition comprising indomethacin and a metal salt (see 
above), and thus read on Claim 75. Applicant has not disagreed with Berge, et al., or Wilkinson 
in the capacity with which they were applied. Therefore, the rejections of Claims 69 and 70 
under 35 U.S.C. 103(a) as being unpatentable over Regtop and Biffin in view of Berge, et al., 
and Claim 75 under 35 U.S.C. 103(a) as being unpatentable over Regtop and Biffin in view of 
Wilkinson are maintained . 

8. Claim 78 was rejected under 35 U.S.C. 103(a) as being unpatentable over Regtop and 
Biffin (above) in view of Taylor, et al. (US Patent No. 6,303,295, issued 2001). This rejection is 
withdrawn . 
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9. Below are listed new grounds of rejection necessitated by the filing of a request for 
continued examination. Therefore, this office action is considered non-final. 

Claim Rejections - 35 USC § 112 (2 nd paragraph) 

10. The text of Title 35, U.S.C. § 1 12, second paragraph, can be found in a prior Office 
action. 

11. Claims 78, 81, and 84 are rejected under 35 U.S.C. 1 12, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. Claims 78, 81, and 84 limit the metal of Claim 77 to be 
selenium. There is insufficient antecedent basis for this limitation in the claim because selenium 
is not a metal. 

Claim Rejections - 35 USC § 103 

12. The text of Title 35, U.S.C. § 103(a) can be found in a prior Office action. 

13. Claims 66, 69, and 74-86 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Roberts and Morrow ( Goodman & Gilman's The Pharmacological Basis of Therapeutics, 10 th 
ed. , Chapter 27: Analgesic-antipyretic and anti-inflammatory agents and drugs employed in the 
treatment of gout, 2001), May (Expert Opinion on Investigational Drugs, 1999), Douthwaite 
(British Medical Journal, 1944), Berge, et al. (Journal of Pharmaceutical Sciences, 1977; already 
of record), and Wilkinson (Goodman & Gilman's The Pharmaceutical Basis of Therapeutics 10 th 
ed., Chapter 1: Pharmacokinetics, 2001; already of record). 
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14. Claims 69, 74, 77, and 78 were described previously. Claim 79 limits the pharmaceutical 
composition of Claim 76 to be selected from among numerous classes of excipients (i.e. 
solubilizing agents, stabilizing agents, and salts). Claims 80 and 83 limit the metal of Claim 77 to 
be gold or a gold salt, respectively. Claims 81 and 84 limit the metal of Claim 77 to be selenium 
or a selenium salt, respectively. Claims 82, 85, and 86 limit the metal of Claim 77 to be bismuth, 
a bismuth salt, or bismuth chloride, respectively. 

15. Roberts and Morrow teach that indomethacin is useful for the treatment of rheumatoid 
arthritis and can be administered orally (pgs 705-706). This art also teaches that gold and its salts 
are useful for the treatment of rheumatoid arthritis and can be administered orally (pgs 716-718). 
May teaches that selenium is effective for treating articular pain and morning stiffness in patients 
suffering from rheumatoid arthritis (pg 1021, paragraph spanning col 1 and 2). Douthwaite 
teaches that bismuth is effective for treating rheumatoid arthritis ("Conclusion"). Given that 
indomethacin and each of the specifically claimed metals are useful for the treatment of 
rheumatoid arthritis, it would have been prima facie obvious to combine them in a single 
pharmaceutical composition. See In re Kerkhoven (MPEP § 2144.06(11)). 

16. The combination of Roberts and Morrow, May, and Douthwaite do not teach particular 
salts of indomethacin, selenium or bismuth, or whether the composition could cross the blood- 
brain barrier. Berge, et al., teach a variety of FDA-approved anions and note that many of the 
salts of Claim 69 and 86 are commonly used in pharmaceutical formulations. See Office Action 
mailed on 01/14/2009. Wilkinson teaches that the blood-brain barrier restricts entry of drugs to 
the CNS due to physiology of the brain capillary endothelial cells and provides guidance on how 
to overcome the blood-brain barrier. See Office Action mailed on 01/14/2009. 
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17. Virtually all pharmaceutical compositions comprise excipients in addition to the active 
agents that are utilized to generate a pharmaceutical dosage formulation with desired properties, 
including stability, solubility, buffers, and sweeteners. Thus, the limitiations of instant claim 79 
are prima facie obvious. 

18. For the above reasons, it would have been prima facie obvious to one of ordinary skill in 
the art at the time the invention was made to combine indomethacin with at least one of gold, 
bismuth, or selenium, to utilize salts of these compounds or elements, and to generate a 
composition that can cross the blood-brain barrier. 

Conclusion 

19. Claims 66, 69, and 74-86 are rejected. 

20. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to PAUL ZAREK whose telephone number is (571)270-5754. The 
examiner can normally be reached on Monday-Thursday, 7:30-5:00. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Brandon Fetterolf can be reached on (571) 272-2919. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



/Paul Zarek/ 

Examiner, Art Unit 1628 



